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6)H Claim(s) 9-12 is/are rejected.

7)D Claim(s) is/are objected to.
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DETAILED ACTION

1. Claims 1-8 are cancelled.

Claim 12 has been added.

2. Claims 9-1 2 are pending and under examination.

3. The text of those sections of Title 35, U.S. Code not included in this action can

be found in a prior Office action.

4. This Office Action contains New Grounds of Rejections.

Withdrawn Objections/Rejections

5. The objections to the specification for various informalities are withdrawn in view

of applicants' arguments and amendments to the specification filed 5/1 5/2006.

6. The objection to claim 1 is objected to because there is no space between the

term "immunoglobulin" and the term "heavy" is withdrawn in view of the cancellation of

the claim.

7. The rejection of claims 1-8 under 35 U.S.C. 112, first paragraph, for lack of scope

of enablement is withdrawn in view of the cancellation of the claims.

8. The rejection of claims 9-1 1 under the judicially created doctrine of obviousness-

type double patenting as being unpatentable over claims 1-7, 10-16, 27-29, 36, 38-39,

42-43, 46-47, 50-52, 57 and 59-60 of U.S. Patent No. 6,727,349 B1 (LaRosa et al [a]) in

view of Bonnefoy et al (WO 99/58679, 1 1/1 8/1999) is withdrawn in view of the terminal

disclaimer filed 5/15/2006 and approved on 5/24/2006.
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Response to Arguments

9. The rejection of claims 9-1 1 and applied to newly added claim 1 2 under 35

U.S.C. 112, first paragraph, for lack of scope of enablement is maintained.

The response filed 6/14/2006 argues that the claims are enabling as being drawn

to portions of the human lgG1 constant region (SEQ ID NO:1 10), as it was well known

in the art that antibody fragments having absolutely no constant regions, namely scFv

fragments retain binding specificity of an antibody. Upon further consideration and in

view of applicants' remarks the examiner agrees that the claims as they pertain to

portions of the heavy chain constant region are enabling. However, it is suggested that

applicant amend the claims to recite "the amino acid sequence of SEQ ID NO:110 or a

portion thereof and "the amino acid sequence of SEQ ID NO:1 12 or a portion thereof.

With respect to the heavy and light chain variable regions of SEQ ID Nos:17 and

12, respectively, applicant argues that the claims are drawn to humanized

immunoglobulins or antigen-binding portions thereof comprising the heavy chain

variable region of SEQ ID NO: 17 and the light chain variable regions of SEQ ID NO: 12

and thus, include all six CDRs, the regions of the antibody responsible for maintaining

antigen binding specificity. This has been fully considered but is not found persuasive.

It is respectfully noted that the claims are drawn humanized immunoglobulins and

antigen-binding fragments thereof that comprise an amino acid sequence of SEQ ID

NO: 17 and an amino acid sequence of SEQ ID NO: 12, which broadly embraces

fragments of the heavy and light chain variable regions that do not include all six CDRs
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and do not bind CCR2 and are nonenabling for reasons of record incorporated herein

by reference. Amending claims 9 and 10 to recite the limitations with which applicant

argues, i.e., humanized immunoglobulins and antigen binding portions thereof wherein

the heavy chain comprises the heavy chain variable region of SEQ ID NO: 17 and the

light chain comprises the amino acid sequence of SEQ ID NO: 12 would overcome this

rejection.

10. The rejection of claims 9-1 1 and applied to newly added claim 12 under 35

U.S.C. 103(a) as being unpatentable over LaRosa et al [a] (US Patent 6,727,349 B1,

priority to 2/3/2000) in view of Bonnefoy et al (WO 99/58679, 1 1/18/1999) is maintained.

The response filed 5/15/2006 requests withdrawal of the rejection because the

present application was subject to an obligation to assign to Millennium

Pharmaceuticals, Inc. and US Patent 6,727,349 was assigned to Millennium

Pharmaceuticals, Inc at the time of filing. This has been fully considered but is not

found persuasive. MPEP 706.02(l)(1) makes clear that there must be a statement that

the common ownership was "at the time the invention was made." A statement by the

attorney of record, in a clear and conspicuous manner, that: "Application X and Patent A

were, at the time the invention of Application X was made, owned by Company Z."

would be sufficient evidence to disqualify Patent A from being used in a rejection under

35 U.S.C. 103(a) against the claims of Application X See MPEP 706.02(l)(2) under the

heading "Evidence Required to Establish Common Ownership".
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1 1 . The rejection of claims 9-1 1 and applied to newly added claim 12 under 35

U.S.C. 103(a) as being unpatentable over LaRosa et al [b] (US Patent 6,696,550 B2,

priority to 2/3/2000) in view of Bonnefoy et al (WO 99/58679, 1 1/18/1999) is maintained.

The response filed 5/15/2006 requests withdrawal of the rejection because the present

application was subject to an obligation to assign to Millennium Pharmaceuticals, Inc.

and US Patent 6,727,349 was assigned to Millennium Pharmaceuticals, Inc at the time

of filing. This has been fully considered but is not found persuasive. MPEP 706.02(l)(1

)

makes clear that there must be a statement that the common ownership was "at the

time the invention was made." A statement by the attorney of record, in a clear and

conspicuous manner, that: "Application X and Patent A were, at the time the invention of

Application X was made, owned by Company Z." would be sufficient evidence to

disqualify Patent A from being used in a rejection under 35 U.S.C. 103(a) against the

claims of Application X. See MPEP 706.02(l)(2) under the heading "Evidence Required

to Establish Common Ownership".

New Grounds of Rejections

Claim Rejections - 35 USC § 102

12. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that

form the basis for the rejections under this section made in this Office action:

A person shall be entitled to a patent unless -

(a) the invention was known or used by others in this country, or patented or described in a printed

publication in this or a foreign country, before the invention thereof by the applicant for a patent

(e) the invention was described in (1) an application for patent, published under section 122(b), by

another filed in the United States before the invention by the applicant for patent or (2) a patent
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granted on an application for patent by another filed in the United States before the invention by the
applicant for patent, except that an international application filed under the treaty defined in section

351(a) shall have the effects for purposes of this subsection of an application filed in the United States
only if the international application designated the United States and was published under Article 21(2)
of such treaty in the English language.

13. Claims 9-12 are rejected under 35 U.S.C. 102(a) as being anticipated by Horvath

et al [a] (WO 01/70266 A2, published 9/27/2001).

The claims are drawn to a humanized immunoglobulin or antigen binding portion

thereof having CCR2 specificity and comprising a heavy chain sequence comprising the

variable heavy domain of SEQ ID NO: 17 and the modified human lgG1 constant region

of SEQ ID NO:1 10 and a light chain sequence comprising the variable light domain of

SEQ ID NO: 12 and the human kappa constant region (Ck) and the humanized

immunoglobulin comprises two heavy chains and two light chains.

Horvath et al [a] teach a humanized CCR2 specific antibody and antigen-binding

fragments thereof comprising a heavy chain sequence comprising the variable heavy

domain of SEQ ID NO: 17 and the modified human lgG1 constant region comprising two

mutations (Leu
235

-> Ala
235 and Gly

237
-> Ala

237
) which is identical to SEQ ID NO:110

and a light chain sequence comprising the variable light domain of SEQ ID NO: 12 and

the human kappa constant region (Ck) and the humanized immunoglobulin comprises

two heavy chains and two light chains (see entire document, particularly pp. 17, 19-22,

25, lines 23-24 and Figs 17-18; 1D9RKA and 1D9RHA). As a property is inherent to a

product, the light chain human kappa constant region of Horvath et al necessarily

comprises the amino acid sequence of SEQ ID NO:1 12, i.e., the amino acid sequence

of the human kappa constant region.

Thus, Horvath et al [a] anticipate the claims.
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14. Claims 9-12 are rejected under 35 U.S.C. 102(e) as being anticipated by Horvath

et al [b] (US Patent 6,663,863 B2, priority at least to 3/15/2001).

The applied reference has a common assignee with the instant application.

Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art

under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome

either by a showing under 37 CFR 1.132 that any invention disclosed but not claimed in

the reference was derived from the inventor of this application and is thus not the

invention "by another," or by an appropriate showing under 37 CFR 1 .131

.

The claims have been described supra.

Horvath et al [b] teach a humanized CCR2 specific antibody and antigen-binding

fragments thereof comprising a heavy chain sequence comprising the variable heavy

domain of SEQ ID NO: 17 and the modified human lgG1 constant region comprising two

mutations (Leu
235

-> Ala
235 and Gly

237
-> Ala

237
) which is identical to SEQ ID NO:1 10

and a light chain sequence comprising the variable light domain of SEQ ID NO:12 and

the human kappa constant region (Ck) and the humanized immunoglobulin comprises

two heavy chains and two light chains (see entire document, particularly col. 11-14, 16,

lines 27-29 and Figs 17-18; 1D9RKA and 1D9RHA). As a property is inherent to a

product, the light chain human kappa constant region of Horvath et al necessarily

comprises the amino acid sequence of SEQ ID NO:1 12, i.e., the amino acid sequence

of the human kappa constant region.

Thus, Horvath et al [b] anticipate the claims.
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15. Claims 9-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over

Hancock et al (US 2002/0042370 A1 , filed 4/13/2001 , IDS reference AA filed 1 1/14/05)

in view of Bonnefoy et al (WO 99/58679, 1 1/18/1999, previously cited on PTO-892

mailed 2/14/06).

The applied reference has a common assignee with the instant application.

Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art

only under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 103(a) might be overcome

by: (1) a showing under 37 CFR 1.132 that any invention disclosed but not claimed in

the reference was derived from the inventor of this application and is thus not an

invention "by another"; (2) a showing of a date of invention for the claimed subject

matter of the application which corresponds to subject matter disclosed but not claimed

in the reference, prior to the effective U.S. filing date of the reference under 37 CFR

1.131; or (3) an oath or declaration under 37 CFR 1.130 stating that the application and

reference are currently owned by the same party and that the inventor named in the

application is the prior inventor under 35 U.S.C. 104, together with a terminal disclaimer

in accordance with 37 CFR 1.321(c). This rejection might also be overcome by showing

that the reference is disqualified under 35 U.S.C. 103(c) as prior art in a rejection under

35 U.S.C. 103(a). See MPEP § 706.02(l)(1) and § 706.02(l)(2).

The claims have been described supra.

Hancock et al teach a humanized CCR2 specific antibody and antigen-binding

fragments thereof comprising the heavy chain variable domain of SEQ ID NO: 17 and a

light chain variable domain of SEQ ID NO: 12 for treating a variety of human disorders in
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which activation of CCR2 by binding of chemokines is implicated (see entire document,

particularly pp. 4-6 and Figs 1-2; 1 D9RKA and 1 D9RHA). Hancock et al does not

specifically teach a humanized CCR2 specific antibody or antigen-binding fragment

thereof comprising the modified human lgG1 heavy chain constant region of SEQ ID

NO:1 10. This deficiency is made up for in the teachings of Bonnefoy et al.

Bonnefoy et al teach a humanized antibodies comprising a mutated human lgG1

constant region lacking cytotoxicity and comprising an amino acid sequence of SEQ ID

NO:1 10 and wherein the humanized antibody comprises a human kappa constant

region (i.e., SEQ ID NO: 11 2) (see pages 7 and 33 and Fig. 4).

It would have been prima facie obvious at the time of the claimed invention was

made to have produced a humanized CCR2 specific antibody and antigen-binding

fragments thereof comprising a heavy chain comprising the variable domain of SEQ ID

N017 and the mutated human lgG1 constant region sequence of SEQ ID NO:1 10 and a

light chain comprising the variable domain of SEQ ID NO: 12 and the human kappa

constant region of SEQ ID NO:1 12 for therapeutic benefit of human disorders in which

activation of CCR2 by binding of chemokines is implicated.

One of ordinary skill in the art would have been motivated to and had a

reasonable expectation of success at the time the invention was made to have

produced a humanized CCR2 specific antibody and antigen-binding fragments thereof

comprising a heavy chain comprising the variable domain of SEQ ID N017 and the

mutated human lgG1 constant region sequence of SEQ ID NO: 110 and a light chain

comprising the variable domain of SEQ ID NO: 12 and the human kappa constant region
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of SEQ ID NO:1 12 for therapeutic benefit of human disorders in which activation of

CCR2 by binding of chemokines is implicated in view of Hancock et al and Bonnefoy et

al because Hancock et al teach a humanized CCR2 specific antibody and antigen-

binding fragments thereof comprising the heavy chain variable domain of SEQ ID

NO: 17 and a light chain variable domain of SEQ ID NO: 12 for treating a variety of

human disorders in which activation of CCR2 by binding of chemokines is implicated

and Bonnefoy et al teach a humanized antibody comprising a mutated human lgG1

constant region lacking cytotoxicity (i.e., SEQ ID NO:1 10) and the human kappa

constant region. Therefore, one of ordinary skill in the art would have been motivated to

use the modified human lgG1 constant region of Bonnefoy in the humanized CCR2

antibody of Hancock et al, since it lacks cytotoxicity and hence, would be less

immunogenic in human patients. The strongest rationale for combining references is a

recognition, expressly or impliedly in the prior art or drawn from a convincing line of

reasoning based on established scientific principles or legal precedent, that some

advantage or expected beneficial result would have been produced by their

combination. In re Sernaker, 702 F.2d 989, 994-95, 217 USPQ 1, 5-6 (Fed. Cir. 1983).

Thus, it would have been prima facie obvious to one skilled in the art at the time the

invention was made to have produced a humanized CCR2 specific antibody and

antigen-binding fragments thereof comprising a heavy chain comprising the variable

domain of SEQ ID N017 and the mutated human lgG1 constant region sequence of

SEQ ID NO:110 and a light chain comprising the variable domain of SEQ ID NO:12 and

the human kappa constant region of SEQ ID NO:1 12 for therapeutic benefit of human
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disorders in which activation of CCR2 by binding of chemokines is implicated in view of

Hancock et al and Bonnefoy et al.

Therefore, the invention as a whole was prima facie obvious to one of ordinary

skill in the art at the time the invention was made, as evidenced by the references.

16. Claims 9-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over

LaRosa et al [c] (WO 01/57226 A1
,
published 8/9/2001) in view of Bonnefoy et al (WO

99/58679, 1 1/18/1999, previously cited on PTO-892 mailed 2/14/06).

The claims have been described supra.

LaRosa et al [c] teach a humanized CCR2 specific antibody and antigen-binding

fragments thereof comprising the heavy chain variable domain of SEQ ID NO: 17 and a

light chain variable domain of SEQ ID NO: 12 and a human lgG1 heavy chain constant

region and a human kappa constant region for treating a variety of human disorders in

which activation of CCR2 by binding of chemokines is implicated (see entire document,

particularly pp. 23-31, 65-76, examples and Figs. 11-12). As a property is inherent to a

product, the light chain human kappa constant region of LaRosa [c] necessarily

comprises the amino acid sequence of SEQ ID NO: 11 2, i.e., the amino acid sequence

of the human kappa constant region. LaRosa et al [c] does not specifically teach a

humanized CCR2 specific antibody or antigen-binding fragment thereof comprising the

modified human lgG1 heavy chain constant region of SEQ ID NO:1 10. This deficiency

is made up for in the teachings of Bonnefoy et al.

Bonnefoy et al have been described supra.
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It would have been prima facie obvious at the time of the claimed invention was

made to have produced a humanized CCR2 specific antibody and antigen-binding

fragments thereof comprising a heavy chain comprising the variable domain of SEQ ID

N017 and the mutated human lgG1 constant region sequence of SEQ ID NO:110 and a

light chain comprising the variable domain of SEQ ID NO: 12 and the human kappa

constant region of SEQ ID NO:1 12 for therapeutic benefit of human disorders in which

activation of CCR2 by binding of chemokines is implicated.

One of ordinary skill in the art would have been motivated to and had a

reasonable expectation of success at the time the invention was made to have

produced a humanized CCR2 specific antibody and antigen-binding fragments thereof

comprising a heavy chain comprising the variable domain of SEQ ID N017 and the

mutated human lgG1 constant region sequence of SEQ ID NO:1 10 and a light chain

comprising the variable domain of SEQ ID NO: 12 and the human kappa constant region

of SEQ ID NO:1 12 for therapeutic benefit of human disorders in which activation of

CCR2 by binding of chemokines is implicated in view of LaRosa et al [c] and Bonnefoy

et al because LaRosa et al [c] teach a humanized CCR2 specific antibody and antigen-

binding fragments thereof comprising the heavy chain variable domain of SEQ ID

NO: 17 and a light chain variable domain of SEQ ID NO: 12 for treating a variety of

human disorders in which activation of CCR2 by binding of chemokines is implicated

and suggests using a mutated constant region to minimize Fc receptor binding and/or

ability to fix complement (i.e., reduced cytotoxicity) (see top of pg. 31) and Bonnefoy et

al teach a humanized antibody comprising a mutated human lgG1 constant region
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lacking cytotoxicity (i.e., SEQ ID NO:1 10) and both LaRosa et al [c] and Bonnefoy et al

teach humanized antibodies comprising the human kappa constant region. Therefore,

one of ordinary skill in the art would have been motivated to use the modified human

lgG1 constant region of Bonnefoy in the humanized CCR2 antibody of LaRosa [c], since

it lacks cytotoxicity and hence, would be less immunogenic in human patients and

LaRosa [c] explicitly suggests using a mutated constant region to minimize Fc receptor

binding and/or ability to fix complement (i.e., reduced cytotoxicity). Thus, it would have

been prima facie obvious to one skilled in the art at the time the invention was made to

have produced a humanized CCR2 specific antibody and antigen-binding fragments

thereof comprising a heavy chain comprising the variable domain of SEQ ID N017 and

the mutated human lgG1 constant region sequence of SEQ ID NO:1 10 and a light chain

comprising the variable domain of SEQ ID NO: 12 and the human kappa constant region

of SEQ ID NO:1 12 for therapeutic benefit of human disorders in which activation of

CCR2 by binding of chemokines is implicated in view of LaRosa et al [c] and Bonnefoy

et al.

Therefore, the invention as a whole was prima facie obvious to one of ordinary

skill in the art at the time the invention was made, as evidenced by the references.

Conclusion

17. No claim is allowed.

18. Any inquiry concerning this communication or earlier communications from the

examiner should be directed to David J. Blanchard whose telephone number is (571)
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272-0827. The examiner can normally be reached at Monday through Friday from 8:00

AM to 6:00 PM, with alternate Fridays off. If attempts to reach the examiner by

telephone are unsuccessful, the examiner's supervisor, Larry Helms, can be reached at

(571 ) 272-0832. The official fax number for the organization where this application or

proceeding is assigned is 571-273-8300.

Information regarding the status of an application may be obtained from the

patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov . Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free).

Respectfully,

David J. Blanchard

571-272-0827


